Abstract
Results
Among 2,753,817 singleton live births, 0.87% and 9.63% were <3 rd centile and >97 
Introduction
The INTERGROWTH-21 st Project recently published international standards for fetal growth and newborn size created using a rigorous methodology [1, 2] . These fetal growth and newborn size standards complement the World Health Organization's Child Growth Standards [3] and permit growth monitoring from early gestation through childhood. A key aspect of the INTERGROWTH-21 st Project was the selection of a healthy cohort of fetuses from normal pregnancies in order to ensure that the resultant standard provides normative and prescriptive centiles of fetal and newborn growth. INTERGROWTH-21 st project investigators suggest that their fetal and newborn growth standards will serve as worldwide standards for fetuses and newborns [1, 2, 4] . The INTERGROWTH-21 st Project newborn birth weight-for-gestational age standard is based on the results of the multicentre, multiethnic, Newborn Cross-Sectional Study in which 20,486 eligible pregnant women were recruited from 8 sites worldwide [1] . Inclusion criteria ensured a healthy study population including (among others) site parameters related to altitude and pollution, and individual level factors such as maternal age, height, body mass index, smoking status, and medical and obstetric history. All women had ultrasound confirmed gestational age, and anthropometric measurements on the infants were completed within 12 hours after birth. The measurement devices used for anthropometry were calibrated twice weekly, and all measurements were standardized. Smoothed centiles of birth weight, length and head circumference were estimated at each gestational week between 33 and 42 weeks gestation using robust statistical techniques [2] . The rigorous design and analysis methods of the INTERGROWTH-21 st Project notwithstanding, the clinical and public health consequences of switching from currently used fetal growth and newborn references to the INTERGROWTH-21 st standards are unclear. We carried out an evaluation of the performance of the INTERGROWTH-21 st Project birth weightfor-gestational age standard vis-a-vis the current Canadian birth weight-for-gestational age reference [5] by contrasting the frequency of centile categories for identifying growth abnormalities (including both small-and large-for-gestational age live births), and the rates of severe neonatal morbidity and neonatal mortality within these centile categories.
Methods
We carried out a retrospective cohort study of all singleton live births in Canada (excluding Quebec) for the period April 2002 to March 2013 (fiscal years 2002 to 2012) using information obtained from the Discharge Abstract Database of the Canadian Institute for Health Information. This database contains records of all hospitalizations in Canada (excluding Quebec) and includes approximately 98% of all births [6] . The collated data were abstracted from medical charts by trained medical records personnel using standardized definitions and included information on gestational age (obstetric estimate), birth weight, and maternal and newborn diagnoses and interventions during the childbirth admission. During the study period all diagnoses were coded using the International Classification of Diseases 10th revision, Canadian modification (ICD-10 CA), while procedures were coded using the Canadian Classification of Health Interventions (CCI). Information in the database is routinely checked for accuracy, and validation studies have shown the information to be complete and accurate [7] . Live births between 33 and 42 weeks gestation were categorized into the conventional birth weight-for-gestational age centile categories for identifying small-for-gestational age live births, appropriate-for-gestational live births and large-for-gestational age live births using both the INTERGROWTH newborn standard [1] and the Canadian reference [5] Rates of severe neonatal morbidity (i.e., neonatal seizures (P90), assisted ventilation (1GZ31CAND, and 1GZ31CRND), assisted ventilation including continuous positive airway pressure (1GZ31CBND) and birth asphyxia (P20.1, P20.9 and P21)), and neonatal mortality were calculated among live births in the different centile categories based on the INTER-GROWTH [1] and Canadian criteria [5] . Rates of composite neonatal morbidity (seizures, assisted ventilation, continuous positive airway pressure or birth asphyxia) and neonatal mortality were also estimated. The prognostic performance of the INTERGROWTH and Canadian criteria were also assessed in terms of the ability of the small-and large-for-gestational age centile categories to identify composite severe neonatal morbidity/mortality using rate ratios with 95% confidence intervals (CI) and detection (sensitivity) rates [8] .
The study was carried out by the Canadian Perinatal Surveillance System of the Public Health Agency of Canada under its health surveillance mandate using publicly accessible anonymized data. Statistical analyses were carried out using SAS version 9 (Cary, NC).
Results
The study included of the INTERGROWTH criteria as compared with the Canadian criteria (P = 0.02, Fig 1) .
Rates of specific severe neonatal morbidity and composite neonatal mortality/morbidity followed a similar pattern (Table 2 and Fig 1) . Table 3 shows the frequency and composite neonatal morbidity/mortality rates in the different centile categories among live births at 33-36 weeks and 37-42 weeks gestation. The leftshift in the frequency of live births when centiles were based on INTERGROWTH criteria Table 3 ). Patterns of composite neonatal morbidity/mortality among live births 37-42 weeks gestation were similar to overall patterns (Table 2) , with higher rates of morbidity/ mortality in the small-for-gestational age centile categories under INTERGROWTH criteria and higher rates of morbidity/mortality in the large-for-gestational age centile categories under Canadian criteria. Morbidity/mortality rate differences between centile categories (e.g., <3 rd centile vs 50-90 th centile) were larger at 37-42 weeks than at 33-36 weeks under both INTERGROWTH and Canadian criteria (Table 3) . (Table 4) . However, the detection rates of the >97 th centile category (9.74%) and the >90 th centile category (21.5%) under the INTERGROWTH criteria were higher than the detection rates of the >97 th centile category (4.60%) and the >90 th centile category (11.8%) under the Canadian criteria. Similar patterns were evident in comparisons of detection rates by centile categories in low-and high-risk populations (Table 4 ) and among infants in the 33-36 week and 37-42 week categories (Table 3 ).
Discussion
Our study shows that the normative centile distribution of the INTERGROWTH birth weightfor-gestational age standard [1] is left-shifted compared with the Canadian reference [5] . The proportion of Canadian live births deemed to be small-for-gestational age by INTER-GROWTH criteria is lower than the proportion identified as small-for-gestational age by the Canadian criteria, while the proportion of live births classified as large-for-gestational age is substantially higher under INTERGROWTH criteria. Differences in neonatal morbidity and mortality rates within centile categories of the INTERGROWTH and Canadian criteria are a product of the left shift in birth weight-for-gestational age centiles of the INTERGROWTH standard. Since small-for-gestational age live births identified by the INTERGROWTH criteria represent more severely growth-restricted infants, their neonatal morbidity/mortality profile is worse than that of small-for-gestational age infants identified by the Canadian criteria. Conversely, the relatively less stringent INTERGROWTH criteria for identifying large-for-gestational age infants resulted in relatively low neonatal morbidity/mortality rates among such infants. Under the normative premise of the INTERGROWTH standard, this overall picture suggests that Canadian live births have low rates of growth restriction and high rates of excess growth. Given the similarity of the Canadian birth weight-for-gestational age reference to the references of other high income countries, it is probable that these findings apply to most industrialized countries. A large study size and a validated data source are important strengths of our study. Limitations include potential errors with regard to gestational age which would have affected birth weight-for-gestational age centiles under both the INTERGROWTH and Canadian criteria. Although most women in Canada have ultrasound-confirmed gestational age, some errors are inevitable in chart abstraction and transcription. The results of analyses among 33-36 week infants were influenced by the choice of neonatal morbidity (diseases of late gestation which are more influenced by growth restriction [9] ), and also by the relatively smaller numbers of such infants. Some transcription errors are also possible with regard to the diagnoses of severe Evaluation of the INTERGROWTH-21 st project newborn standard neonatal morbidity. On the other hand, previous studies [7] have shown that the database information is valid, and all diagnoses and procedures were coded using the same system (ICD-10CA and CCI) during the study period. Other study limitations include an evaluation restricted to birth weight-for-gestational age, whereas the INTERGROWTH standard (but not the Canadian reference) included other anthropometric measurements. Significant changes in the frequency of small-for-gestational age (<3 rd and <10 th centile) and large-for-gestational age (>97 th and >90 th centile) live births would occur if the INTER-GROWTH standard replaced the Canadian reference (assuming the centile cutoffs for identifying these high risk subpopulations remained unchanged). Another important finding of our study is the decline in rates of severe neonatal morbidity and neonatal death with increasing birth weight-for-gestational age from the <3 rd centile category to the >90-97 th centile category. In fact, this decline in perinatal morbidity/mortality with increasing birth weight-forgestational age centile has been demonstrated in numerous previous studies [10] [11] [12] [13] [14] [15] [16] [17] and supports the case for an outcome-based determination of INTERGROWTH centile cut-offs for surveillance and monitoring of abnormal growth [18] . The identification of optimal cut-offs for identifying infants at high risk for adverse outcomes needs to balance the proportion of severe neonatal morbidity and neonatal death identified by the cut-off (sensitivity) with the proportion of infants deemed to be high risk (stratification capacity [8] ). The optimal INTER-GROWTH standard centile cut-offs for identifying small-and large-for-gestational age live births will likely be resource/cost dependent and hence spatio-temporally specific. The INTERGROWTH-21 st Project suggests that normative standards based on healthy fetuses and newborns are universal and do not need to be customized by ethnicity [4] . Although this conclusion has been criticised [19] [20] [21] [22] , the INTERGROWTH-21 st Project findings are compelling because of the meticulous design and rigorous analysis and also because observed differences in between-country and ethnic-specific fetal growth references potentially reflect differences in maternal socioeconomic status and health [23] [24] [25] . Most references are based on populations that include fetuses from complicated pregnancies and fetuses with congenital anomalies, which can exacerbate between country and ethnic-specific differences. The consistency between the INTERGROWTH-21 st Project standards [1, 2] and the WHO Child Growth Standard [3] at birth, and the lack of ethnic-specific differences in fat free measures of newborn size [1, 2] also support the concept of a common universal standard. However, the specific centile cut-offs to be used for designating fetuses/newborns as high-risk in any population will need to be determined on an ad hoc basis through a methodology that balances risks, costs and benefits of antenatal and postnatal screening and the resources required for monitoring high-risk subpopulations. Even if the centile cut-offs used to designate abnormal growth vary by country and ethnicity, use of a common standard (i.e., INTERGROWTH) could help standardize fetal and newborn growth assessment and potentially delineate between-country and ethnic-specific differences. One finding of note was the poor prognostic performance of the small-for-gestational age and large-for-gestational age centiles of both the INTERGROWTH standard and the Canadian reference for identifying infants at high risk for severe neonatal morbidity and neonatal death. Only 7.8% of infants with composite severe neonatal morbidity/mortality were identified by the small-for-gestational age (<10 centile) category of the INTERGROWTH standard, while the Canadian reference identified 14.1% of such infants as small-for-gestational age (<10 th centile, Table 4 ). The sensitivity rates in the large-for-gestational age category were equally poor, with INTERGROWTH criteria >90 th centile identifying 21.5% and Canadian criteria identifying 11.8% of composite neonatal morbidity/mortality. These low sensitivity rates are accompanied by low rates of severe neonatal morbidity/mortality in the <3 rd , <10 th , >90 th and >97 th centile categories of both the INTERGROWTH standard and the Canadian reference. The latter implies poor specificity (i.e., a high false positive rate since most infants <3 rd centile did not suffer severe neonatal morbidity/death). Growth centiles are perhaps best viewed as one input for use in multivariable models for the screening and identification of high risk infants. Obstetric intervention for abnormal fetal growth is ideally guided by multivariable models that include fetal growth centiles and other risk factors such as uterine and middle cerebral artery blood flow [26] [27] [28] . We evaluated the INTERGROWTH newborn standard using a population-based cohort of live births and our findings are likely generalizable to other high income countries with similar birth weight-for-gestational age profiles. It is also likely that our findings and inferences regarding the INTERGROWTH birth weight-for-gestational age standard apply equally to the INTERGROWTH (ultrasound) fetal growth standard [29] . In fact, a case could be made for using the centiles for identifying small-and large-for-gestational age infants (determined through the outcome-based methods proposed above) for fetuses as well since outcome-based determination of biometric centiles for identifying high risk fetuses will be challenging for various reasons including the multiplicity of fetal measurements.
Conclusion
Adopting the INTERGROWTH-21 st Project newborn standard using traditional centile cutoffs for identifying abnormal growth will lead to substantial changes in the identification of small-for-gestational age and large-for-gestational age infants in Canada. Although widespread adoption of the INTERGROWTH standards will standardize fetal and newborn growth assessment, further outcome-based research is required to define the appropriate INTERGROWTH centiles for identifying abnormally growth in fetuses and infants that require increased clinical monitoring and surveillance. Multivariable prognostic models based on INTERGROWTH centiles and other factors indicating fetal and infant well-being should be developed for better assessing fetal and infant health status.
